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ZtTU ferfimwi) fc ii i d*» of IWHwwrinfl Darnpoiiodt fhaj 
ttte^H bb*te 9k fotodfod ataoroltoa of defend »d rotated 
pftytosMt^ The daunted , ?L_^5SSi.«. 



ZETur<aartmM) 




EafMtobJ-MkvoyitAK aoafrJaralHtfe 6ft* to »«y sddata ki 
atop** «d>o*d, and acdona and ***** j££ 

tonpOTtv*. b aoBabla s* a fabfct fur tri idnddrtidlen 
tSino 10 W of "WA-J^I f-iJ^^lS!^ 
avsannlQH bmBM NF. betas laonobydEda «F, fMgafctfim 
rtarta Hf ■ ra»oay*l*po <d>Jn» W- •wndtaaUSP.Wdwtfoia 



DWrJ jbafe* tew d™wnart «M ilnndal 
dioM (tott«>. to* ***** *P**vt± rftrtasWTJ (LDLX> a* 
apdfooprob* B (Apo HJL » ^ pro*. 0 '4L P ErE 
bam axrofcJaratt. Hi addtan. ibsreaaed too* of bp* dardfti 
Ipoprobftt dtobdaraf (HDL-0 are assocta** 
rfharaadflrodc. IfStarWsste danTea ^^^J^ 
eartfoaaaadar mortWky vd jwrtaCy wy dirdfrarfto ^ 01 
(otx^C and and kwarwiy w» to* to*d of HDL-C LB» UX. 
drf«tonjW«fchcd trtdycatoa-ffek fpopiotdr* bidudnp 
ctomlt; ijMvnadn <VLDL>. kfcw^aiHJci^ Ipoproblas POO** 
*roo«nB. on iho promt** rtnerofcrosb. Tha kdapaadBte dW* 

<*ik»aw»**rmoroMiryaada**i^ 

ZEHA Ta**» t*bfrC, UOt-C. Apa B. «*! TC **d HOt^ 
• Mftih «ih l*«hoJc5tad*r*L Mn*d*R*on Of 2£lU **> U 



t icducn 1 



_ Jbsfcrof by WBiflif too J*»»rf*jn of 
eftdederd by B» uaaB Mtdbo, hi a dtotod dady hi 14 

abtorpftoa by 54%. vomvd o** pj^^k^h^iia^ij^y 

Ute okobfttrd cortttl Km^h delved jaadoadaa dV ttna 
ttrm *»ra. IVtwan t^rtheto <**stad. to** ^> qv**tcn>t 
the Hood from eirtatt*y bwadw. « **» W "J"**"?! 
ibacrbed by fr* tateainc. hnc<ta^ d¥*R*wo* b datvsd pfaarl/ 
fmn ebetedam «rt*tx} bi In bflu and mm ff*b»j didmiiL 

diasas of diiesanMidno mparts (HUG-Go^ rttfuto 
IrWbJksrt. Ufe skf aK»mlr»te bcAoU f brie tdd dertr^ws, ana 

EboNm not HiUt cftflferirt wtwsia n M Of 
*M corikn totbod, RtdntM )m^2M *4 avpean b> 

?<M«^ » a damtsa kt tte dotraiy at WedW 

a, tw Iw. Tab caaw* i «*rtton rf 1^ rtofcrtoil 
ilorw ana at at efc«n* rf da*^ 1h«* I* W«* ibb 

waaaa fitaa aWfMLSTOOfB), 



x» a pharmaooloa^ity adM pftooofc aWwrioa 
favflMba^avalde). Altera djajli ilMr* ol **W 
adata; aaai aarfartka aaak pfasma »Bearfrafcfls (tU 
65 mtnL mm aMaifiatf 4 to "» tow* E rfmlba- 
dmraidte m«» C_ of 4£ k> 71 npftoL wwb at**** tmtmm 
1 m« 2 fitou* (TJ. Thera w Do njtaba&l dmttfan ^Jra 
bropgriloBanfey bstaoaa 5 and 20 m§. tte ah^Mo t froft aw at 

auitai mfa wfaHc lor fabdiDa. Ezcda»a aas mbfe 
uewabtftb; o* wfflrtBBt «l wteston, taaad «a at*i-SDbfca 
^jjttbjBy. ao« V to «P% lor AUC^dw*. 
E&ct offvof vq QniAbSC&lian 

Goroirfcaittaod idatihifibi&w iwavfa* <mat() lad no 

effect hi n» odflrt oi {iEOfpOoa or t2»Bte*o when.admfotetora* * 
Z£TiA 1D-o^ ttftb. The C_ vrfu* ol wdimjUc waa IncrBfised by »% 
«tth mi* ainptfMi of M{jn laasis. can bo a' ' * 1 ~ 



it>OT)io 



Ustaixfive m LnrcHon 

&A*i)x b primal aMnltftel Ift tt» *mal km** a^ftrertb 
aiBDiro^o^ wnjuojaooa (a pnatt M rarton) «otRcnucnl tttofy sad 
mal ettrtton. aftM ortbfo ntetaboBsm (aphasa I fsaefion) fcw 
besnoaBAf^biisiJodetawtaojd. . _ t 

aaha iba awl aafcalb^-tfr ^ oftal a am hw iroaHlaniM 
dtfeoM b) ebm cow«lob^ ipwoMdy I0b>«nfc 




ai(i>irw*tfc Ptema c 

rotatf* oal aM*Mai of "C^ndDa pamfi to baarw 
aoMaetv bW (oolMbe |czrta*o ♦ aEtalDa^aetiraakb) an«vr^ 
lor aeoradn^ 99f* of ma 1fihJ nataatfc^j^n^ AftPf 




^nl^a^«ud,m^««*^^ 

days, pbaraa WuMtoiAn* far taU afflfim»a ion about 2+Mf*rB 

to tf^r^j^h^Bit^eaaa^d 

Atfaatc ftsBtnb 

h ■ muHbta don sndy «tdi azalWba8t«al0»^o^O^ forT 
"id azmudbe woo sMbr n 



iabilB la pa**b p D pi*aft»» <10 jaaw« »Q» » «• 
rfoa oKsn 10«| onoedalyforW 




Bas*d oa ■ nMbH itay^ ^ na i fclgb-^ I 
then wcra ac bbvsNttoJdndb diffomw» pabwa Bade 
CnbiajL Than w«« ^ fcn oaltentf h ote ndal or dJMbi Jfoap* 
^P^naacoHi ^ 



fcHbkw te enedbt kit, 

LDi-C Apo p\ TGV aod HDl-Cbywl efflpr toawwataioaa. Taa anady — - 
rttaafe£oK«i«w-dm«/baddHb^ 

WdbHor on cadoaaabr marfddb/ and mcrtiin> ban m* own JjJ' 



a dfiflb 10*10 dot* «l aodbalba. t» iraai area ag» 
m (AUO for total azaftJH* wft Imscd W"*B^^ 
fffefte wRh raid bapabc fowOdOKy fCbtd-Piai aom 5 u «K 

Ml azafloiIbA bvio fncnascd appraodmaba/ 3-« W and W b«. 
jftspedhdy. fo pdkitb «m laooarna pMfr+Mtfi *cbw T to «) Of 
S^patfc braaknant (OJJ-PMOfi *«no 10fo 1* Ina 
pwhfpterdoeo Muo> fAO^F dafc) In saCaids a*h aiod»ata bepsrte 
lisonfolaafiy. na am MIC vdan for tafad aaafmfea anrf rantfoifxwaa 
ltdaand apa ftoknatob/ 4-tob oa Day 1 aM Day 14 compared » 
Sly »h|Sb. Poa to Wm "^^ ^.^^g^gff^ 

and reEWTfJws, fbpdb i ad o f »i4 wyU 



ZETlAktdna 



Afbr a Bbajb. MHno dosa d aairnba a ipafbafc 

Mat aofcnijo, «fte*»*ua«t»U», art ***** t-" k ™ 8 * 1 
H^kiiiLV 1 J-toM. twaparW b hcdo> sdfrcte M% 
aPBKAUnOfA ChajAatoaelM^ 

l on » mrtm o« praba dra* (cafdrtl. 
and hY mUsobm) kaoam to ba 
.. _ , .. . JO <1A2. 200* SCa* aas *M, at a 
' Aba* of tadw baddy add! autet Tbit kdbaks flat 
b aakher u kmbiof nor *n Wowr djlfcaaf ta^adcaana 
P450 bozyaiea. and 1 b anaady Vol essafoe »llajbjdd»tooteboa5m 
of «vaa Dad ara nanbolaaJ by dwai onyam 

tfariarta; Concnrdant a*aa*ttaaoo pf tmudbp t«Mn» onoa 
da9y) had no ab^banl on Ww*dUi>I*r of oadarta *«l 
protaomnin daa b » aboV of badw faan >r aAdl t laa te. 

Incite Cf*^cMj^**^ofBZHdraR«(lta^c«a^ 
ikfloa aflad on too ttoaueaaH&y ol (fie» a< " 
(Hfl, PR. OT. and) OTc hdp«*) ki'i dody of tai 




hi a abate ol nrrfcf kwWnr adutl notes, caflcoww 

M ond bkaadbbny d total asttadba byao^rrf^k>*ndbi(lO 
no onoa dalb) dkJ not dbet B* bfondbbOte of 



jenA-dudamfoa) 

GOpfddK In aatady of nodw baalBV ad^iwfei,sbatb-sb*)awrfs 
of HdVrtba (10aip m dakj) bad no srgnhicam dtcrt on ate 
ptBiTWMJrinaOes atd piiannaadyMpba of glbbJoa. A stnote dose of 
pflpbkta nOrtQ) bid no dflMfco* tffod on ti* ttqwaa to InbJ 



mae-CaA rsducto kAMteos fo tuxfe* ol 
hypptbofd^CTOlonae (LDL-C kiso mpW) adorn tt^bcte. ooneoidb^i 
rfreatonfeB idJtidiniba (10 no m dafiy) bai no dpdBcad dfoa 
on the bbawiW*b' of dton tazsttdo. diwastaOt. prawtato, 
akxv!Stalo.oxBD«isxajn. ftodgphkanttSoct oatoa bfca^labtttjf at 
lotd s2o««tiba and ezofjnnM dnfwndrAd by oU«t fcvastaia (20 
tia>aneoda3yKp(anBOfia(^oi0Qacffdaib^atD^ 
ddM. or BtfWtzfa (20 naj «»w dafj). 

ftHfttntiK iaa ttody of Ibirb^wo bcafahy a^diDteBtoiJtanuD 
rLDL-C £130 aka/dQ add! subbdx corcomtan* bnofBinb poo nig 
— --■ " ■ * ■ ' •■ 1 1 ofe meaa CU. and AUC ¥dot» of 



oaca amiyj wwnwwaw" ■mcmw* hu »«w «■ 

add «eflrt*o ajipradetak% 6f* and 49V rtspcefcvdy. 
fnannacoldiaaka d fanofibnas wmt mcA skjnOeaatV a*fR*d by 
czrtkntaadmgonaiftflrJ. _ . 

Cteda aly iana b r la a sttdy-of tort> famttbj rajpen^dcateidoaic 
rL£)L-c mso aioM) adufl wb)teb. coacowbant ctntodyiand* H 0 
IMfca daih/l aftnrtfttrafM deaatcad Ptt mean AtlC tobc* of totd 
OHM aod onfJritw ajajiadbjddy 55% and o^ra^pedbdy. 

AjritMiPlUftMACClOSY _ ^ 

Tka iM^siaibsaanitenaB offad d ctdadba wstoatod In 

•"i of 



bonaa dtobsbnd mrtAsism. Ezrdndbc vat Mud to haw an fS. 
«daa of OS j*/bj*by Ipr MMbMiaj tto rt^ b daaw d«fc^ Iwrta - 
*TJ* a>. ki dogs. rati, aod Kit* owe 7. 3t. sad 700 



potanrcf^tobrd dmiriton inaibtor. 
fo a «1 irwdd, ohew tie iborradi 




ttw wm«*adon of chobsbrtl "h adbbaftter ki« benaaed -2- to 4- 
fdd Hownor. a ansa of 380 oajAonby idndnbtond to dogs tor am 
year did act nsdl bt vatBfcna bnnacba or any otoaf advtne 
kjoatobJIanr dtecte. h a 14-day oady to jrax oban ezatttfffc fr> 
Smoffcar^) and tod a lo»^bl ftr <lwb5tord-rfdi dbU II* cwwArfoo 
of chnbdnd to p^addar Us «aa dator naiaciad or ndux* to 

normal bveb, respcufwfjf- 

A Mtte d BHitt BfBdkitod perfo/nadto den^™k»*B 

tdo^My d ZEtto tot ardMng otobatord Jttaorp0Mj ezrtndba 
Mdhbetfiho abaofpttaa of C14 dMbtftoid adto po effect id fie 
abwepoon of mdy&addos, fdjy adds, bfa ad«b» proodftorona, «asyi 
nbadfd. or Dd faHefobb dbanha Aand D. 

to 4- to 12-ww* hsddly atedbs b nko; oeaVdoi old ool hbor 
cytodweota fHSO dnaj ™rt*o«*to traymea. In t&xidto dadbs, ■ 
J^nwiUioUb fdnadtoo of esdbdho adtb HtoG-CoA ndvtno 
— TfoansttiaB^adfwrrlnwBC^ 
ycandnbate. 



OJWCALJTWHEa 



2kTO rod*** loteJ-C. LDL-C. Apo B. and To; tod ktonaaa* HDW 
b pdjMtb «M iwwtkdBdondernb. Mtodnd to. naar jajaakadj 
m£m* b irncrady addMd tmdB aad jndabhttd *»T=g 
daoobdK*apy. . , 

XETIA to dtoebve to ndbnto wkb hj/pereholadartdBo^ to naeo and 
nnm. to ywaipar aid ddw paidrtX atona or a*di*6tered o«i an 
Hbn>CaA ladoebw H#h*. Dawianca to podb&te and adobseaat 
pdtonb rjB0«B to 17) bo kaaa ladtod tq padeoto w*k kwazypffn 

EverWnca to w^Saacadaw fc Sdtod and daas ard 0™* » 
prc^^«t» di^JrtKi^^^d^0f^^ 

J *toT^^iadttonbr t owblrtdid. pfcorto-cortcJafl. iz^aadt 
dtftot PI 171* paSms onto prtosuy kyp««*ofcrtaraten*l. 
ZETU dipMardy loaiafod IWd-C. LDL-C ApoB, aod TB, and 
fam^rdX^mwrdtopto^(^T^1). fbdocdoofci LDL-C 
%04<<wd^?uB^B(|a.aHX^a»dr»JlDL-t 
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Bik^pldnKOd^lWHiatdMdaiTyjaiiAO 
ti^iftrt ifbd on Aa ead bfoavdbbitoy of oadmito) and load 
emkrib*badatydbii*^bw»%tidate. 

a^ ro a aaidf rf todw heddw alte 
(Snnrakar* 2D BA.) ^oWnbaatOBj bad no BtatdDtanf dfad on d* iwd 
bloavalbbJby of total eafmtoa, attCod^kaWIck, or ezofanUa 
kz«i on AUC v&toaa. 11* C — w*W d vosdmlbo waa ttaereasad ay 
arm. 



Coal**** a«T»«MS-C^ ««bttiir W^ta* 
At^to£>n>B0jp«M<?^b4 «f^Utow h«&*f 
In * nrfkxiitcr, *MdJ*>onna. r^edwididjeM-an^^^ 
prienb vrtb primary lajoatcbdeaauvLida; r 
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rod 0a"a NCEP ATP U ar^r LPL^ DOS) wire random"* w 
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ZETIA. =dt£t to on-otfoo HM*-CoA ncaOMo Wntnw tosney. 

- - "C. U*i\ Aj»B. artTB. art totfaaaai HM,- 



MMr 2EIW w pitoelw '«* ""J*" 1 to ^ *wton WWG-GoA irtvstosa 

ZFTU. 3dica* ' 

C cwndml *» l^frXoA n 

sec TOb a LW--C rcdudtons irtucrt by ZETto WW oenerati 
cwabttrt miw %» HMCHtoA trto m fa M dto ta, 
Ttbl 

J*?*** u Iikik; inue 



Ut 0 OT.ST*to^*rt>M~bGrt|**^^ 
r, ZM2 IWochotoinilflftScr pafe** ZCTtt or pUttfto «a> 
xto^stBiwd ataM or to ^tw dowc* of r ' ' 



wtw a9 ptfl*** recdvha ZHlA wa>> m rWfrCoA ratodaao 
hMMttr *eit ft*^ » aR*H»l«HMl« ^ SfJ" 
frd re-tote Inttiitor dg ni, 2Hto dool fcjaUy fcmi u 3 MaK l£HX 

JK^toi*i^^ 

C ratocdow todscrt by z^m wtrt frxn*c 
HM»«oAn)«siB»JftanBnL {S« r<w*n©ti c T*!#a a to a> 
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A Mi** m cnriudBd to «««* 0* rtkoty •* 2EWi to *o 
wm** of Hafit Tilt •KMOfcHJud; n**mbt* 

omBMt UDL JttoftV re«**5 

ii (ftDfltf). FfeVoUft Hjorft W»*«rtod to on 9t 
- —\ Or sinmttto pon*. 22T» 
BUto (4BB8). or 2ETH 
• {BQ no). Dm to fcCrcfett) 
Uon^Uaty «ndmtofl to pume OM Oft JMW wft jf riaKtog 
dvfetfywH* (ico PflKtorjWoS). fflStorfto «» *noJ * tea* ft 
towws ftjrfcn or bIW aftnUstxaAm i5h^ Mm twlni tDL-C wi 
344 n«ML In flvttft wrtw*arf to ******* DO a* or 

*n*ezt!m to no ftto* mi 916 moAft. h Sm oro« «wbrt«rf to 
miA^Mw^mt^*wi0«^oratoivirtiW4O«r QQm» 2ET1A, 
*red ««i m«m or Dnadato (40 Md Mmg itOJo 
, Ju<*A ri^msODftV «*crf U1WJ (21%) 
too te doao i# *n*BCdn at bm* ««i4towey fcow «0 




1 eondKfed 4s moss too ofltotqr of ZUTW to tv 
t of lonwMw umstttsm. 10 Ott m*i'nM. da#Mf* 
bfM pfXt^umntfot ft*t«* %H 27 Pjrtwto *h 
srto^nnb »Bi fftMtod ptomi dB»»nl "|i^»*J 
omit therap**: nskmi (ftat, ttVodoMdnto*} wlos, W&CoA 
mftjcteo mwtotore, U bynsf «w UH. afrwwk), wro 
mriorttori to nc^n 2eha (o^IB) w otKotw ^it^)- 0" *> *™aod 
HamHaMtry ol e«Cn*c to pfttoi* concwmaiiHr «c**0 
dnkstynmiaB («c PRECAUrttoE), BzstkTdH wu 40044 M kaA 2 
hours hrfoft or 4 town ftttf OHM m ttftftttcrcl ExHAno too 
tni ibbtai icaMitf Ux-opta«*. ?CTto dg^"»to« wtd pymo 
Btojacnft on contoglcrqi hf Zl% aftd 24% now '^^Jgj'jfc 
to OTnft« pelftMs ivcdwd pi«»»o W lotmsoi » siflsfcrtl art 
l «1 4% and 3X tram wwflm, iBpKSiof/. f« 1^ ^' 



snstod wWi 2ST1\ <oo«i lOaJMia iewtt el out daw v*» trtottfl 
tte awo ol PC ^-^^5^ ^Jf*5 



cwomw it*** 



Aedudtom to slcmd and eamiTWUn* or- - 



TFTlA. aHMtMsand atoas b indcalcd sb afondrw therapy 10 *rt 
lor OH mJudwn ol etertftfl tetei-t, LfiL-C, ») AcvB In cetfcnfa wWi 
prtmjiy (iwwwn UmCbJ ?nd rrca-ftmSDO tiypcnAtfesiertcnia. 

TJETIA. Jdntfibtrtd to amblrulwi wfiti aa HMG-CoA mtk<l^c 
IrriUtDr, to hdk«d as atfjuadrA dnwy to 4as tor tto roBrffion <rt 
atowitad toW-C LDt< aai Apg p to Mnb wNh ptowy 
fi^m-tomlB&lt 
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Thb ^(toni shwU ba place* on 4 standard cbcJasfc^Hwertaa dad. 
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pjMiZETM. 
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ZETIA iw bo adfnWstertd m4di an HMS-CnA n . „ „ ,„ 

Incremental attoct For a awo u ta oj o. Do s% doso of ZETIA nw fee 
taken at An aarao tooo as too HMCrCoA redtsatsa Iflblatoi, acconflna to 
loo flBffto i»o*Rlenda«gnf torlba IIMO-CBArHraetmbdoOito/. 
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